Pyrexia, pelvic pain and thrombocytopenia in an Asian man with Paget's disease of bone SIR, We report the case history of a Bangladeshi man with Paget's disease of bone who presented with pelvic pain, thrombocytopenia and pyrexia and was found to have developed angiosarcoma.
A 58-yr-old Bangladeshi man was admitted with a 4-week history of bilateral buttock pain. There was no history of preceding trauma. Six months previously, he was noted to have thrombocytopenia and following bone marrow aspiration and biopsy, immune thrombocytopenia was diagnosed. His antiplatelet antibodies, however, were negative. Physical examination showed a temperature of 36.8
C. There were no palpable lymph glands, clear chest, normal heart sounds and no organomegaly. There was tenderness in the left femur and pelvis with weakness and wasting of the left quadriceps muscle. His urine was clear.
Investigations showed his haemoglobin was 12.5 g/dl, white cell count 6.9 Â 10 9 /l, platelet count 54 Â 10 9 /l, serum alkaline phosphatase 249 IU/l (normal <118), C-reactive protein 152 mg/l and erythrocyte sedimentation rate 119 mm/h. His prostatic specific antigen, serum protein electrophoresis, thyroid function, clotting profile and autoantibody screen were normal.
Plain radiographs of his pelvis and femur showed pagetoid changes in the left hemipelvis and femur with a lytic lesion in the mid-shaft of the left femur. CT-guided biopsy of the lytic lesion confirmed Paget's disease with no evidence of malignancy. Radionuclide bone scan showed hot spots suggestive of Paget's disease or metastasis at the left hemipelvis, femurs, L4 and 5 and the distal right tibia.
Initially, he was started on risedronate at 30 mg/day. Two days later, he became pyrexial at 38 C. The risedronate was stopped, but the fever continued. Blood, urine and throat swab cultures failed to grow any organisms. Abdominal ultrasound, echocardiogram, hepatitis screen, malarial screen and Heaf test were normal or negative.
This patient's pain and temperature remained persistent and a CT scan of thorax, abdomen and pelvis were requested. This revealed a soft tissue mass causing destruction at the lesser trochanter of left femur and inferior portion of the sacrum, with noted Paget's disease in the left hemipelvis and scapula (Fig. 1) .
A CT-guided biopsy of the soft tissue mass was performed. Histological examination revealed fibrous tissue infiltrated by pleomorphic cells with atypical nuclei arranged in clusters lining irregular vascular spaces. Immunostaining showed cells staining strongly with CD31, CD34 and MNF116 and negative for CD45, desmin, S100 and DPAS. These are all features of an angiosarcoma.
Our patient's disease was considered too advanced for surgery and instead he received palliative radiotherapy. He died 3 months later.
Paget's disease of bone is characterized by an accelerated rate of bone turnover, with excessive resorption and formation of bone resulting in a mosaic lamellar bone with increased vascularity and fibrous tissue formation in the adjacent bone marrow [1] . It affects both sexes equally, and occurs in 2% of the population over the age of 50. It is more common in European and rare in Asian and Scandinavian people. Our patient was originally from Bangladesh.
It has been observed that patients with Paget's disease produce large quantities of interleukin (IL)-6 [2] . IL-6 production is also increased in patients with bone metastasis. Bisphosphonates are also known to stimulate the secretion of IL-6 [1] . We postulate that the pyrexia in our patient must have been induced by the risedronate and was later maintained by the secretion of IL-6 by the pagetoid and tumour tissue. Angiosarcoma is a rare anaplastic tumour. It comprises 0.1-1.0% of primary maligant bone tumours [3, 4] . Malignant transformation occurs in 0.7-1% of patients with Paget's disease of bone. The commonest complicating malignant tumour is osteosarcoma [1, 2] .
The 5-yr survival of patients with angiosarcoma is 0-8% [5] and this is a reflection of the aggressive nature of the tumour, the delay in diagnosis and the more advanced age of the patients. The last often contributes to the patient being unfit for aggressive surgery.
There have been around 300 reports of angiosarcoma alone, but only three case reports of angiosarcoma in patients with Paget's disease, two arising from pagetoid bone and one arising separately [3, 4] . Patients with Paget's disease and angiosarcoma present with pain often out of proportion to the Paget's disease itself. Our patient had severe pain and pyrexia.
In summary, our patient was unusual in several aspects. He was originally from Bangladesh and Paget's disease of bone is very rare in patients from the Asian subcontinent [1] . Malignant transformation occurs in 0.7-1% of patients with Paget's disease, and angiosarcoma arising from pagetoid bone has only been reported in two patients. Though the fever may have been triggered by the risedronate, it is more likely to have been caused by IL-6 secretion by the angiosarcoma. The low platelet count is most likely to have been caused by physical destruction of the platelets in the vascular spaces of the angiosarcoma. His antiplatelet antibodies were negative with a normal bone marrow.
The authors have declared no conflicts of interest. Opportunistic infection due to unexplained CD4þ lymphocytopenia and associated Sjo¨gren's syndrome SIR, Patients with primary Sjo¨gren's syndrome (SS) usually present with glandular (sicca) symptoms or systemic manifestations [1] . Immune-mediated cytopenias may occur but are unusual as presenting manifestations [2] . We report a patient with serious opportunistic infection due to severe CD4þ T lymphocytopenia, immune activation markers and a concurrent diagnosis of SS.
A 62-yr-old woman developed progressive headache, nausea and low-grade fever over 4 weeks. On admission, obtundation and Brudzinski's sign were the only notable findings. Chest radiography, ECG, electroencephalogram, head CT and laboratory tests were normal, except for a serum sodium level of 126 mEq/l [consistent with syndrome of inappropriate antidiuretic hormone secretion (SIADH)] and transaminases of 150-200 IU/l. Cerebrospinal fluid pressure and protein were elevated, with low glucose and a 43/mm 3 white blood cell count (93% lymphocytes). Staining revealed a few encapsulated yeasts, latex cryptococcal antigen test was positive (1:32) and cultures of cerebrospinal fluid and blood grew Cryptococcus neoformans. Amphotericin B (0.7 mg/kg per day) was given for 8 weeks, followed by fluconazole. The patient remained somnolent and poorly responsive, but after a month she slowly improved and the sodium level normalized.
The patient was previously healthy. She neither kept pigeons, nor had risk factors for HIV or immunosuppression. Work-up for tuberculosis was negative. Serology showed past infection with Epstein-Barr virus, cytomegalovirus and hepatitis B virus (HBV). Hepatitis C virus RNA and antibodies were negative. Liver biopsy demonstrated early HBV-related active cirrhosis. HIV was repeatedly negative (ELISA, Western blot and polymerase chain reaction). Extensive studies at a highly experienced research laboratory failed to uncover any known retrovirus (David Ho, New York University). Polyclonal hyperglobulinaemia, mildly elevated serum globulins and normal complement were found. Total lymphocyte count was 1104 cells/mm 3 with 72% T cells (CD3þ), 2% CD4 (22 cells/mm 3 , range 19-26) and 70% CD8, yielding CD4/CD8 ratio <0.003 (normal >1.0). Lymphocyte transformation responses were markedly depressed and intradermal injection of test antigens elicited no response, reflecting T-cell deficiency.
To examine the mechanism, we looked for anti-CD4 antibodies, but results were repeatedly negative. Assays of cytotoxic T lymphocyte-mediated CD4 killing in vitro failed owing to the meager number of cells present. Lymphocyte surface antigen staining and serum cytokines revealed intense immune activation (Table 1) , which persisted long (>30 months) after her recovery from the meningitis. Serum antinuclear antibodies (þ3, speckled) and IgG autoantibodies to histone H 2 B were found (80 U/ml; normal <25). A review of systems then revealed dryness of the eyes and mouth over several months. Schirmer test was positive (1-2 mm/5 min) as was the Rose Bengal corneal stain. Rheumatoid factor was absent, serum autoantibodies to Ro/SS-A and La/SS-B were positive and minor (labial) salivary gland biopsy showed two focal lymphocytic aggregates of >50 mononuclear cells per 4 mm 2 of tissue (focus score 2), consistent with SS [1] . The patient remains well on oral fluconazole and trimethopzim/sulphamethoxazole (TMP/SMX) prophylaxis. A course of corticosteroids had no effect on the lymphocyte counts, which remain at 25 CD4/mm 3 . Our patient's chronic meningitis is the most common clinical form of cryptococcosis (80%). Most infected patients are immunosuppressed, primarily by HIV ($85%), malignancies or drug treatment [3] . Here, susceptibility was due to a profound and persistent depletion of CD4þ (helper) T cells. No infection, therapy, malnutrition or defined immunodeficiency could be implicated, and extreme CD4 lymphocytopenia persisted $3 yr. This matches the US Centers for Disease Control (CDC) definition of idiopathic CD4þ T lymphocytopenia: prolonged (at least 2) low counts of <300/mm 3 or <20% CD4þ without HIV infection or other known causes of immunosuppression [4] . Recognized about a decade ago, this entity appears to be quite rare and of uncertain aetiology. Manifestations are heterogeneous ranging from severe opportunistic infections to asymptomatic. CD4þ cell counts tend to remain low and stable with time [4] . Results presented were obtained following the patient's recovery from the cryptococcal infection, and remained similar when retested about 6 months later. Equal to 1847 CD38 molecules/CD8 cell vs 632 molecules in controls.
